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Abstract  
The call for universal health coverage requires the urgent implementation and scale-up of 
interventions that are known to be effective, in resource-poor settings. Achieving this objective 
requires high-quality implementation research (IR) that evaluates the complex phenomenon of the 
influence of context on the effectiveness of implementation strategies to deliver evidence-based 
practice (EBP). Nevertheless, IR for global health is failing to apply a robust, theoretically-driven 
approach, leading to ethical concerns associated with research that is not methodologically sound.  
 
Inappropriate methods are often used in IR to address and report on context.  This may result in a 
lack in understanding of how to effectively adapt the intervention to the new setting and a lack of 
clarity in conceptualising whether there is sufficient evidence to generalise findings from previous IR 
to a new setting, or if a randomised controlled trial (RCT) is needed. Some of the ethical issues arising 
from this shortcoming include poor-quality research that may needlessly expose vulnerable 
participants to research that has not been adapted to suit local needs and priorities, and the 
inappropriate use of  RCTs that denies participants in the control arm  access to treatment that is 
effective within the local context. 
 
To address these concerns, we propose a complementary approach to clinical equipoise for IR, known 
as contextual equipoise.  We discuss challenges in the evaluation of context and also with assessing 
the certainty of evidence to justify a RCT. Lastly, we describe methods that can be applied to improve 
the evaluation and reporting of context and to help understand if contextual equipoise can be 
justified or if significant adaptations are required. We hope our analysis offers helpful insight to better 
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understand and ensure that the ethical principle of beneficence is upheld in the real-world contexts 
of IR in low-resource settings.   
Summary box 
 
   
• Implementation research  involves a theory-driven approach to understand how context 
influences the effectiveness of implementation strategies and the evidence-based practices 
they deliver in real-world settings; 
• However, implementation research in low-resource settings that inadequately evaluates 
context raises ethical concerns about the impact of that research on the communities it is 
intended to benefit; 
• To address these concerns we propose the concept of “contextual equipoise” as a criterion 
for justifying implementation research, defined as “genuine uncertainty as to whether the 
implementation strategies will effectively deliver the evidence-based practice in a new 
context”;  
• We describe robust theories and methods for assessing contextual equipoise to determine if 
if an intervention requires minor adaptations for scale-up, or whether a randomised 
controlled trial is necessary and justified; 
• Assessing contextual equipoise can ensure the ethical principle of beneficence is upheld by 
ensuring participants in the control arm of a trial are not denied access to care that is known 
to be effective in the local context, and the intervention responds to the needs and priorities 
of the community;  
• Policy relevant recommendations include development of ethical guidelines that specify 
standards for implementation research including how to evaluate and report context.  
 
 
 
 
 
 
 
 
Background 
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The launch of the Sustainable Development Goals (SDGs) and the call for universal health coverage 
with high-quality care marks a new era in the global health agenda.(1) Achieving these goals will 
require implementation research that uses a robust, theory-informed approach to test innovative 
implementation strategies to deliver evidence-based practices (EBP) at scale in resource-poor 
contexts within low-and middle-income countries (LMICs).(2) However, if these goals are to be 
realised, key ethical challenges will need to be addressed, including those associated with 
implementation research that is not methodologically sound.  
 
A particular area of concern is ensuring that context is adequately assessed so that the intervention 
is adapted to respond to the needs and priorities of the local population.  Although a consideration 
of context applies to all forms of implementation research design, this has particular pertinence in 
the design of randomised controlled trials (RCT), to ensure that participants in the control arm are 
not exposed to unnecessary harms associated with denying individuals access to care that is known 
or can be expected to be effective in the local context.  This is especially relevant when access to high-
quality care is limited, or in some instances non-existent. (3) 
 
We provide a brief overview of implementation research and describe some of the associated 
limitations with this research in LMICs. We review the importance of addressing context and the 
distinction between clinical and contextual equipoise. We also discuss challenges in conceptualising 
contextual uncertainty and propose theoretical and methodological approaches for determining 
contextual equipoise. Finally, we conclude by proposing an operational definition of contextual 
equipoise for implementation research in LMICs.  
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Overview of implementation research 
Implementation research is a rapidly expanding discipline that applies a multidisciplinary theory-
informed approach to understand what, why, and how implementation strategies and the EBP they 
deliver work in real-world setting.(4) In the pre-implementation phase of research, investigators 
typically use a mixed-methods approach to evaluate the local context to determine what the barriers 
(and drivers) of implementation may be, so that they can subsequently select and adapt appropriate 
implementation strategies (e.g. task shifting using community health workers) to address barriers and 
support delivery of the EBP.(5, 6)  Throughout the implementation phase, researchers also monitor 
and evaluate the influence of context on effectiveness of the selected implementation strategies  in 
delivering EBP in terms of the outcomes of the implementation process (i.e. the acceptability, 
coverage, and sustainability that the implementation achieves).(4)    
 
Although implementation research using robust methods is common within high-income countries, 
more often than not, this does not apply to implementation research in LMICs. The scarcity of 
published literature describing high quality implementation research using appropriate  
methodology, exposes a lack of high quality research in LMICs.(7, 8) This is despite the availability of 
peer-reviewed articles describing the importance of a robust, theoretically informed approach to 
implementation research in LMICs.(7-11) As an example, frequently implementation research in 
LMICs is not reported or described as such; or the fact that a study is testing the effectiveness of 
implementation strategies to deliver EBP in the LMIC context is sidelined.(9) A review of 
implementation research in LMICS  also found that only 791 (8%) out of 10,292 published, peer 
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reviewed implementation research articles describe the evidence-based interventions and set of 
implementation strategies they used to deliver them.(9) Importantly, only a few publications 
reported use of a programme theory. The current dearth of evidence supporting the effectiveness of 
implementation strategies in LMICs is thus unsurprising – and remains problematic.(12)  
 
Although global health researchers are becoming increasingly interested in understanding why some 
interventions are effective whilst others fail, very often these researchers focus on quantifying the 
impact of the interventions, instead of using a mixed-methods approach to uncover the complexity 
surrounding what works for whom and how.(7) A result of this focus on clinical effectiveness is that 
implementation research in LMICs is failing to adequately address context. Of the 791 articles in the 
above–described review that reported their research as implementation research, only 52% (n=415) 
described contextual determinants.(9)  Furthermore, the implementation research that has reported 
on context tends to focus on contextual determinants that are external to the health care facility (i.e. 
sociocultural and political determinants – i.e., outer context), leaving a gap in the evidence-base for 
the influence of contextual determinants at the health facility level (i.e., inner context) on 
implementation effectiveness.(9) A result of implementation research in LMICs failing to address 
context adequately is that findings cannot be easily generalised and replicated outside of their 
original settings.(9) Without improving the quality and reporting of implementation research for 
global health by systematically and appropriately documenting context across different settings,  we 
will fail in our efforts to bring EBP to scale to achieve universal health coverage.    
 
Gaps within existing guidelines for implementation research in addressing context in LMIC settings  
 7 
We propose that the  paucity of robust evidence-based ethical guidelines available for research ethics 
committees and implementation researchers is a factor that may help to explain the shortfall of high-
quality implementation research in LMICs. In particular, existing guidelines do not differentiate 
between the ethics of implementation research and clinical research – these are different.(3) Ethical 
guidelines also do nothing to acknowledge that implementation strategies are the interventions that 
deliver the EBP within implementation research (in other words, these strategies are the 
intervention(s)), and that these are context-dependent. As an example, The International Ethical 
Guidelines for Health-related Research Involving Humans (CIOMS) were updated in 2016 to include a 
small paragraph on implementation research that was within guidance for cluster randomised trials. 
(13) These guidelines acknowledge that “cluster randomised trials investigate interventions that have 
been proven to be effective elsewhere and this is termed implementation research”.  The guidelines 
then state “research ethics committees have the responsibility to determine whether the proposed 
research is ethically acceptable when the methodology calls for withholding an established effective 
treatment from the control arm”.  In late 2019, the World Health Organization (WHO) Alliance for 
Health Policy and Systems Research and the WHO Global Health Ethics Unit published updated 
guidance on Ethical Considerations for Health Policy and Systems Research that state even if a health 
intervention is known to be effective in one setting, clinical equipoise may nonetheless support 
evaluation of its effectiveness or implementation in another setting, for which evidence is lacking.(14)  
Such ethical guidelines require expansion to address issues specifically pertaining to implementation 
research questions, which are not identical  to those pertaining to clinical research questions within 
LMICs settings.  
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The Special Programme for Research and Training in Tropical Diseases (TDR) and the World Health 
Organization improved on these guidelines by publishing training materials on implementation 
research and identifying associated ethical considerations.(3) These materials suggest that equipoise 
may no longer lie in the clinical effectiveness of a trialled intervention, but in how precisely to 
implement the intervention in the new context in which the study will be conducted. These training 
materials are particularly useful as they include important case examples that allow participants to 
apply the theory on ethical standards for implementation research in practice.  
 
‘Contextual equipoise’ for implementation research in resource-poor settings  
To facilitate improvements in both ethical guidelines for implementation research and the evaluation 
and reporting of context in relation to implementation research  in LMICs, we propose that there is a 
need to distinguish between equipoise for clinical interventions and equipoise for implementation 
strategies to deliver the EBP. Whereas clinical research that tests the effectiveness of a novel 
treatment/intervention using an RCT must uphold the ethical principle of clinical equipoise (i.e. 
genuine uncertainty within the expert medical community about the efficacy or effectiveness of the 
preferred treatment(15) ), this is no longer applicable for implementation research that uses an RCT 
to test the effectiveness of the implementation strategies to deliver care that is known to be clinically 
effective in a different context.(16) Instead, a different ethical concern becomes salient regarding the 
level of uncertainty about the contextual conditions under which implementation will be effective. In 
such cases, we argue that the new ethical paradigm of contextual equipoise (i.e. “genuine uncertainty 
as to whether the implementation strategies will effectively deliver the EBP in a new context”),  
emerges as relevant.(16) 
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While a consideration of context is clearly of relevance to both clinical and implementation trials, 
typically seen with embedded process evaluations that investigate context-mechanism-outcome 
interactions,(17) the notion of contextual equipoise is particularly pertinent for implementation trials. 
This is because such trials are specifically designed on the basis that there is uncertainty in how 
different implementation strategies will function within different contexts. Qualitative and 
quantitative methods documenting how context directly influences the effectiveness of 
implementation strategies, as well as mechanisms of action in delivering a specific clinical 
intervention across multiple contexts, can help to conceptualise a theory or model detailing the 
contexts and conditions where a given implementation strategy is effective.  Over time, evidence 
accumulation will provide insight into strategies that require more contextual adaptation for maximal 
effectiveness, and strategies that may be more “transferable” without as much adaptation.    
 
Proposed methods for evaluating the influence of context on implementation strategies 
Inadequate reporting of context is a well known phenomenon in health studies.(18) The difficulty in 
adequately addressing and reporting context may be due to the fact that the way in which it 
influences implementation efforts is  a complex phenomenon operating through multiple pathways, 
feedback loops and involving key stakeholders.(19) Context may also emerge through 
implementation, and may be best understood through the actions of the actors involved in 
intervention delivery.(19)  To address the difficulties in addressing context to understand how to 
adapt the intervention to the new setting, as well as to conceptualise whether contextual equipoise 
is sustained, we propose an approach to help systematically identify contextual barriers that influence 
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both the implementation strategies to deliver the EBP, as well as the mechanisms introduced by the 
implementation strategies to deliver the EBP. We also describe the importance of participatory 
research with community members in understanding the local context. Examples of relevant methods 
are described below and summarised in Box 1. 
----------------- 
Box 1 
----------------- 
Implementation science and middle-range theories 
Whereas implementation research seeks to understand what, why, and how the implementation 
strategies to implement EBP work in real-world settings,(4) implementation science offers robust 
theoretically-driven methodologies to carry out this research.(20) In contrast to the methods applied 
to measure clinical effectiveness/efficacy, implementation science offers methods that have been 
specifically developed for implementation research such as theories, models, frameworks.(21)  Whilst 
these theoretical models and frameworks are numerous, many place context as a core concept for 
understanding implementation and therefore will be instrumental in helping to determine contextual 
equipoise for the delivery and effectiveness of EBP in a new setting.  
 
Implementation science theoretical determinant frameworks were developed to help researchers 
identify and account for specific contextual influences on the implementation of EBP.(21) 
Determinant frameworks therefore offer a means for synthesising evidence on context that can then 
be used to help understand if any adaptations are needed and whether contextual equipoise is 
sustained to a degree that justifies the use of a control arm.  Table 1 presents examples of how 
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different determinant frameworks can be applied to identify important contextual determinants to 
implementation effectiveness. 
----------------- 
Table 1 
----------------- 
Whereas determinant frameworks help to identify contextual barriers that influence the effect of  
implementation strategies on implementation outcomes, broad implementation theories and 
narrower in scope middle-range theories (i.e. a way of connecting high‐level social theory with 
empirically observable patterns (30)) help conceptualise how context influences the mechanisms 
through which implementation strategies bring about change. Such mechanisms include behavioural 
activation, empowerment and augmentation of organisational readiness to implement EBP (amongst 
others). The use of theory to investigate how contextual determinants interact with mechanisms 
introduced by the implementation strategies can therefore help unravel some of the complexities 
surrounding contextual equipoise, in particular for considering how such interactions are likely to be 
activated in the new setting.(21) As an example, a ‘realist evaluation’ can build a middle-range theory 
that can be applied to components of an intervention where context is thought to be most relevant 
and where greatest uncertainty exists. Such an approach would help decompose how, and for whom, 
to what extent, and in what contexts an intervention might ‘work’ (31, 32), expressed as ‘context-
mechanism-outcome’ configurations.(31)  
 
‘Theory of change’ (ToC) methodology 
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Although determinant frameworks and implementation and middle-range theories provide 
invaluable resources for helping to assess contextual equipoise, context as a concept has been subject 
to a diversity of definitions and uses, as well as a being seen as emergent through 
implementation.(19) It is therefore likely that further uncertainty will remain in how the evidence on 
the influence of context will actually translate to a new setting.(19) This raises a question of how best 
to pragmatically resolve this issue to ensure that any planned implementation research is 
underpinned by the ethical principle of beneficence. 
 
ToC methodology is a participatory approach involving key stakeholders that allows the articulation 
of the ‘theory’ of how a complex interventional programme will work in reality, describing the 
necessary interventions to bring about the change, as well as the assumptions inherent to the 
programme and importantly the context of implementation.(33)  A key premise of the ToC of 
relevance here is that engaging key stakeholders including patients and their carers in participatory 
planning for implementation research, is critical to develop a programme that is contextually 
appropriate.(34) Participatory ToC workshops are key as they can help to resolve the uncertainty 
surrounding contextual equipoise by placing the decision in the hands of those the intervention is 
intended to benefit.   
 
An approach to conceptualise whether contextual equipoise is sustained 
We describe three complementary methodologies that apply implementation science determinant 
frameworks, implementation/middle-range theories and participatory ToC workshops, to understand 
whether contextual equipoise exists – as follows:  
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(1) A thorough review of the literature, to identify contextual barriers and enablers that influence 
either implementation strategies used to deliver the proposed EBP or the mechanisms introduced by 
the implementation strategies to deliver EBP. Implementation science determinant frameworks and 
implementation and middle range theories can be used to guide such literature reviews.  
 
(2) In the pre-implementation phase of research, methods such as situation analyses, interviews with 
key stakeholders, ethnographic,(35, 36) and more recently linguistic ethnographic observations,(37, 
38) can be guided by determinant frameworks to identify key contextual barriers that influence the 
delivery of EBP. The same methods can also be guided by implementation and middle-range theories 
to evaluate how context influences the mechanisms introduced by current implementation strategies 
to deliver EBP. Such methods have the potential to empirically expose relationships between 
contextual determinants that are locally relevant or context-implementation relationships that were 
not revealed in other settings.  
 
These types of insight will directly inform the relevance of literature review evidence on context, the 
content of determinant frameworks for the new setting, and middle-range theories that incorporate 
context as a concept for understanding implementation. In doing so, different contextual features 
may be brought to the foreground or revealed as less relevant at the point of delivery. For example, 
the PACK Child (Practical Approach to Care kit – a guide  designed to equip clinicians to diagnose and 
manage common childhood conditions at the primary care level) process evaluation study revealed 
how primary care facilities in the Western Cape of South Africa demonstrated an institutionalised 
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orientation to acute, episodic risk minimisation for children under 5 years, upheld by provincial 
documentation.(39) The use of direct observations of clinical consultations was critical in revealing 
these contextual conditions which were not previously understood or discussed in published 
literature. 
 
 (3) Participatory methods, such as ToC workshops, with relevant stakeholders can be used to review 
similarities and differences in contextual determinants for delivering EBP between the literature 
review and the evaluation of the local context. Such a process can be used to come to an agreement 
as to the most salient implementation strategies. ToCs can also involve community members in a 
collective decision-making process to determine the most appropriate implementation metrics and 
study designs to apply (including but not limited to implementation RCTs), which increases the 
likelihood of longer-term sustainability of the evaluated intervention. Table 2 provides details of how 
implementation determinant frameworks, middle-range theories and participatory ToC workshops 
can be applied to help determine whether contextual equipoise exists. 
 
----------------- 
Table 2 
----------------- 
A proposed operational definition of contextual equipoise for implementation trials in LMICs 
In light of our  analysis, we  propose that using a robust theory-driven approach to address context 
will help to improve both the quality of implementation research in LMICs and surrounding ethical 
issues. To help achieve this, we recommend an operational definition whereby contextual equipoise 
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is sustained and an RCT is only used  when there is uncertainty regarding the influence of context on 
the effectiveness of the implementation strategies used to deliver EBP (Box 2), and/or regarding the 
mechanisms mobilised by the implementation strategies to bring about change (Box 3).   
 
Crucially, the findings from the analysis used to evaluate context are used to help elucidate the 
adaptations that are required for the intervention to be implemented in the new setting.  This can 
help to ensure that the intervention responds to the needs of the health system. One can anticipate 
that an RCT may be appropriate when the contextual analysis reveals that several additional 
implementation strategies are required to deliver the EBP, whereas scale-up that includes the 
ongoing monitoring of the influence of context on the implementation strategies is required when 
only a few adaptations are required.  
 
Although there will always be a degree of uncertainty around how the intervention should be adapted 
and whether contextual equipoise exists, we emphasise that the ultimate decision needs to be driven 
by the relevant stakeholders including patients and their carers within LMICs. We hope that providing 
a definition for contextual equipoise and emphasising the importance of evaluating and reporting the 
influence of context on implementation strategies to deliver EBP, will help to improve our ability to 
generalise and replicate findings outside of their original settings.  
----------------- 
Boxes 2 & 3 
----------------- 
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The training materials provided by the WHO/TDR on the ethics of implementation research have 
provided an important step forward in raising awareness of ethical issues associated with 
implementation research including ensuring the research is methodologically sound and RCTs are not 
inappropriately used. (3)  We build on these training materials to propose a definition of contextual 
equipoise and methods to investigate it to complement that of clinical equipoise, which is far better 
developed conceptually. Given the lack of publications using robust methodology for implementation 
research, guidance is needed to inform research ethics committees, on both the relevant ethical 
issues to consider as well as high-quality methodological approaches. Ethical guidelines specifically 
developed for implementation research could help to achieve this objective by setting international 
standards from both a methodological and ethical perspective. However, existence of guidelines 
alone will not necessarily ensure that RECs adhere to recommendations, where including ethical 
guidelines in the accreditation of ethics committees may help to overcome this issue. There could 
also be efforts to develop tailored training programmes for REC members to orientate them to the 
complexities and how they can make judgements on contextual equipoise. 
 
Ensuring methodological and therefore ethical standards for implementation research in LMICs are 
guided by the same high standards used in HICs will strengthen the trust in, and value of, 
implementation research within the global health community and allow implementation research to 
deliver universal health coverage with high-quality care. 
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Boxes 
Box 1:  Methodologies to help with the design and evaluation of implementation research 
Determinant frameworks: Is a theoretical framework that identifies contextual barriers and/or enables that are known to impact on 
the effectiveness of implementation efforts.(21)  
 
Theoretical frameworks: identifies determinants of behaviours that are known to influence implementation outcomes.(28)  
 
Implementation theories/middle range theories: describes  the mechanisms behind how a proposed intervention works. These 
theories can also be used to identify barriers and/or enablers to change and what needs to change.(21)  
 
Realist evaluation: evaluates how, and for whom, to what extent, and in what contexts a programme might ‘work’.(31) This 
understanding of how the context shapes the mechanisms that lead to outcomes can be expressed as a context-mechanism-
outcome (CMO) configuration.(31)  
 
Theory of Change (ToC) is a participatory theory driven approach to programme design and evaluation whose underlying principle 
is to improve our understanding of how and why a programme works.(41) 
 
Box 2: Examples of implementation trials where contextual equipoise is sustained due to the 
uncertainty surrounding the influence of the local context on the effectiveness of methods to 
implement evidence-based practice  
 
A stepped-wedge cluster randomised trial evaluating the effectiveness of a novel vital sign device in detecting pre-eclampsia and 
shock to improve maternal mortality or morbidity as well as implementation effectiveness in 10 countries across Africa, India, 
and Haiti.(34) The sensitivity and positive predictive value of the device had been previously established in low-resource 
settings(35), but it was unknown whether the device would be effective when implemented using lay healthcare workers with 
minimal training. In this instance, contextual equipoise is sustained as it was unknown whether the local context would influence 
the ability of lay health workers to use the vital sign device to accurately detect pre-eclampsia and shock. 
 
A cluster randomised controlled trial evaluated the effectiveness of a stepped-care intervention using lay health workers on 
common mental disorders in Zimbabwe.(44) Contextual equipoise was sustained as previous effective cluster randomised trials 
using stepped-care provided by lay health workers, had been done in countries with better health care resources than in sub-
Saharan Africa, including clinics where routine care was provided by physicians. In this instance, it was unknown whether a context 
where there may be different factors such as primary care workers awareness of mental health conditions, may influence the 
effectiveness of the lay health worker in implementing the stepped-care intervention. 
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Box 3: Examples of when contextual equipoise is sustained due to the uncertainty surrounding 
the influence of context on the mechanisms introduced by the intervention to produce 
improvement 
 
There have been several cluster randomised trials evaluating the effect of women’s groups using participatory learning and action 
(PLA) to improve the delivery essential newborn care practices, on neonatal mortality.(45)   One of the proposed mechanisms by 
which this complex intervention is theorised to achieve improved neonatal survival, is through PLA empowering women to be 
able to improve their own health in the antenatal, delivery and postnatal period through the improved uptake of EBP. For 
example, where gender inequity constrains improvements in maternal survival, empowered groups could give women the 
understanding, confidence and support to seek care or advice outside of their homes. In this instance, contextual equipoise would 
be sustained for any subsequent trial where there was uncertainty as to whether something in the local context could act as a 
barrier to directly influence the mechanism of empowering women to take control of their own health needs.  
 
A study protocol for a randomised controlled, non-inferiority trial aims to test the effectiveness of using general health workers 
to deliver mental health care in primary health care settings, compared to specialist medical care delivered by psychiatric nurses 
for patients with severe mental illness.(46) Uncertainty exists as to whether stigma will be greater at an integrated service that is 
in a person’s locality, compared to a separate psychiatric clinical further from the place of residence. Contextual equipoise is 
therefore sustained as patients may experience increased stigma when receiving care closer to their home, which could directly 
influence the mechanisms introduced by the stepped-care programme in improving mental illness. 
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Tables 
Table 1: Examples of how implementation science determinant frameworks can be applied to 
identify contextual determinants that influence implementation effectiveness of evidence-based 
practice 
Implementation 
Framework 
Framework description Example determinant Example of the determinant in the 
literature 
Consolidated 
Framework for 
Implementation 
Research (CFIR)  
The CFIR includes five domains (inner 
setting, outer setting, intervention 
characteristics, characteristics of 
individuals involved, and the processes 
of implementation).(22) 
Within the five domains, are 37 
constructs that can behave as a barrier 
and/or enabler to the implementation 
of the EBP. 
Opinion leaders: Individuals 
in an organization who have 
a formal or informal 
influence on the attitudes 
and beliefs of their 
colleagues concerning the 
implementation of the 
intervention.(22) 
 
Excluding religious leaders from a 
community that is highly religious, may 
find issues with the acceptability of 
HPV vaccination in Mozambique. This 
arises with programmes that are 
context sensitive and need to be 
supported and publicly advocated by 
local religious leaders (23). 
The Context 
and 
Implementation 
of Complex 
Interventions 
(CICI) 
framework 
The CICI framework is both a 
determinant and evaluation 
framework that contains seven 
external contextual domains (i.e. 
geographical, epidemiological, 
sociocultural, socioeconomic, ethical, 
legal, political) that are known to 
influence the effectiveness of the 
methods to deliver EBP.(24) 
Sociocultural: Behaviour 
patterns surrounding the 
core of culture including 
historically derived and 
selected ideas, and values 
that are shared among 
members of a group.(24) 
A systematic review on access barriers 
to, and facilitators of, voluntary 
medical male circumcision to prevent 
HIV transmission found that male 
circumcision negatively perceived as 
being practiced by other or foreign 
cultures and religions was a major 
barrier. (42)   
Theoretical 
Domains 
Framework 
(TDF) 
The implementation of evidence-
based interventions is dependent on 
changing multiple behaviours of 
different people(26) where the use of 
theory to inform behaviour change 
interventions has been shown to 
improve the implementation 
effectiveness.(27) The Theoretical 
Domains Framework (TDF) represents 
a synthesis of 128 determinants of 
behavioural change.(28)   
 
Social influences (Those 
interpersonal processes that 
can cause individuals to 
change their thoughts, 
feelings, or behaviours)(28) 
 
A qualitative synthesis using interviews 
with key stakeholders assessed for 
barriers in implementing evidence-
based mental healthcare into primary 
health care in six LMICs.(45)  Findings 
suggest stigma associated with a 
mental health diagnosis was a 
significant barrier in implementation.  
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Table 2 Details  of how implementation science and other theory-driven approaches can address 
ethical challenges for trials justified on contextual equipoise to inform sustainable policymaking 
in resource-poor settings 
Recommendation Implementation Science methodology Expected outcome 
Literature review of 
barriers and facilitators to 
implementing EBP. 
Literature reviews guided by relevant IS determinant 
frameworks to synthesise evidence for the influence of 
context on the effectiveness of the implementation 
strategies on implementation outcomes; 
 
A realist review of relevant literature to understand the 
influence of context on the mechanisms introduced by the 
methods used to delivery EBP, on key outcomes. 
 
A synthesis of barriers and facilitators 
that are known to influence the 
effectiveness of implementation 
strategies and/or the mechanisms 
introduced by the implementation 
strategies in  delivering EBP. 
Evaluation of the local 
context to identify 
barriers and/ enablers 
and relevant 
implementation 
strategies to implement 
the proposed EBP. 
Use of determinant frameworks, to identify relevant barriers 
and/or enablers that influence methods/implementation 
strategies to deliver EBP; 
 
Realist evaluation to understand how the context influences 
the mechanisms introduced by current 
methods/implementation strategies to deliver EBP; 
 
Methods are available that can help to select appropriate 
implementation strategies including a tool developed by The 
Expert Recommendations for Implementing Change (ERIC) 
study.(5) The ERIC tool offers a compilation of 
implementation strategies that are known to be effective in 
addressing specific contextual barriers.  
 
A synthesis of contextual 
determinants that can influence the 
effectiveness of the implementation 
strategies and/or mechanisms 
introduced by the implementation 
strategies in deliver EBP; 
 
 
A list of potential implementation 
strategies that are known to be 
effective overcoming identified 
contextual barriers. 
Participatory methods to 
compare findings from 
the evaluation of the 
local context and 
literature review to select 
appropriate 
implementation 
strategies and study 
design.  
Relevant stakeholders in the participatory Theory of Change 
workshops, can review similarities and differences in 
contextual determinants for delivering EBP between the 
literature review and the evaluation of the local context and 
come to an agreement as to the most salient 
implementation strategies identified using the ERIC tool; 
 
Participatory ToC workshops can also be used to determine 
if contextual equipoise exists and an RCT ethically justifiable 
for the set of implementation strategies they selected to 
deliver the EBP. 
 
Implementation strategies that are 
deemed to be acceptable and 
appropriate by the local community. 
 
 
 
 
Selection of appropriate study design 
that is determined by existing 
evidence on relevant contextual 
barriers. 
Effectiveness-
implementation hybrid 
trials 
Helps investigator select a study design  that can be applied 
to address contextual equipoise with implementation 
research. (40)   
 
There are three types of Hybrid Trials (i.e. Type 1, Type 2, and 
Type 3), where the type of trial design selected depends on 
the availability of evidence for both the clinical components 
of the intervention as well as the implementation strategies 
for a given context. 
 
A hybrid type 1 trial is usually a cluster randomised trial as 
only strong indirect evidence exists for the effectiveneness of 
the EBB in the local context; 
 
A hybrid type 2 trial can be randomised or quasi-experimental 
and is appropriate when there is strong indirect evidence as 
Selection of an appropriate study 
design that is based on existing 
evidence base. 
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Recommendation Implementation Science methodology Expected outcome 
to the influence of context on the implementation strategies 
and EBP in the local context. 
 
A hybrid type 3 trial is usually quasi-experimental and is 
appropriate when there is generalisable evidence as to the 
influence of context on the effectiveness of implementation 
strategies and the EBP in the local context.  
 
 
 
